Multi-infarct dementia is the second commonest neurodegenerative condition in the Western world,' next only to Alzheimer's disease. In the Orient it may be the most common. 2 Unfortunately almost nothing is known about the genetics or molecular pathology of the disorder. Nevertheless just as the study of families with rare autosomal dominant forms of Al- zheimer's disease have contributed enormously to unravelling its molecular genetics, so it is hoped a similar approach can be applied to multi-infarct dementia with equally fruitful results.
Hereditary multi-infarct dementia is a rare autosomal dominant disorder that leads to re died. Symptomatic persons were divided into three classes: (1) definite or highly probable, (2) probable, and (3) Electrophoresis was carried out using an automated laser fluorescence (ALF) sequencer (Pharmacia LKB). Gels were made up with 6% Hydrolink (Long Ranger") in 1 x TBE (0 1 mol/l Tris, 0083 mol/l borate, 1 mmol/l EDTA) containing 7 mol/l urea and run at 55W constant power, ca 1200V at 50°C. The alleles were read and sized automatically with our in house computer programs, then checked manually.
LINKAGE ANALYSIS
Two point linkage was peformed using the LINKAGE package. ' 
Results and discussion
The table provides pairwise linkage data for the seven probes. Each is analysed using the three separate models of diagnostic certainty as indicated. Fig 3 is a multipoint map of the region using the seven markers with analysis also restricted to symptomatic family members. We found no evidence of linkage on any of the models and indeed on all models the region of reported linkage can be excluded with a lod score of less than -2. There are several explanations for our findings. Misclassification of family members or errors of genotyping or both may have produced a false negative result. While the former is possible on account of incomplete neuroimaging or pathology on much of the family, we have tried to minimise error by assigning members to classes of diagnostic certainty and by analysing our data using conservative affected only models. None of the analyses shows linkage to the region ofinterest. Similarly, genotyping errors are possible but cannot account for the negativity. Genotyping was performed at least twice for each marker on all family members, and read independently by two raters blind to disease status. Concerning the original diagnosis of the family, the neuropathology is identical to that previously published for inherited multi-infarct dementia (fig 3) . Features included white matter infarction, demyelination, and non-congophilic hyalinisation of the deep perforating vessel walls. We therefore conclude that locus heterogeneity is present in hereditary multi-infarct dementia. However, until a second locus is mapped this will remain a hypothesis. Fortunately, the above family is large enough to generate a significant lod score in its own right, and mapping this new locus is now our priority. 
